FORrY-sIx cases of Marchiafava's disease have been reported in the clinico-pathological literature to date. Of these 44 were Italians by birth, 1 Swiss and 1 American. All were men, their ages at death ranging from 38 to 82 years (average 58). All but one were chronic alcoholics. The majority were addicted to crude Italian red wine and suffered from undernutrition. The duration of the fatal illness was usually between three and six years and the onset insidious. Remitting mental symptoms and pareses featured prominently in most instances.
instances.
The present case would appear to be the first encountered outside Italy and the U.S.A.
The patient was an English publican, aged 58 at death, with no traceable Italian ancestry.
Although probably an addict to whisky, rum and beer, there was no history of any taste for Italian wine or of nutritional deficiency. The onset of illness was unusually sudden and the course unusually rapid. Without any prodromata or apparent precipitating factor he awoke one morning with bizarre delusions of reference and rapidly became disorientated for time and place, auditorially and visually hallucinated and generally lethargic. Two weeks later he was observed to have no pupillary reaction to light, his limbs were becoming rigid in flexion and an X-ray photograph of his skull showed the clinoid processes to be less distinct than normal. Despite intensive vitamin therapy his general condition deteriorated progressively except for brief periods when he was less disorientated and less lethargic. By the end of the third month he had developed severe spastic paraplegia, double incontinence and bed-sores. He died in coma with bronchopneumonia five months after the onset of illness.
General post-mortem showed terminal bronchopneumonia, some fatty degeneration of the liver and brown atrophy in the heart. The leptomeninges of the brain were thickened below, and along either side of, the superior longitudinal sinus. Cerebral convolutions were slightly atrophied in the inferior parietal lobule and in posterior parts of the middle and inferior frontal gyri in both hemispheres. The centre of the corpus callosum (cut sagittally) appeared grey and necrotic.
Histopathological investigation revealed the appearance pathognomonic to Marchiafava's disease, namely selective demyelination of the central fibres of the corpus callosum, as well as additional bilaterally symmetrical lesions, which have been observed less consistently: demyelination of central fibres of the anterior commissure, the cingulate white matter, the brachium pontis and the isthmi of white matter between the centrum ovale and the parietal and frontal gyri of the lateral convexity. The most dorsal fibres of the optic chiasma were similarly affected.
More detailed investigation revealed that in the demyelinated regions axis cylinders were well preserved; myelin breakdown products were remarkably inconspicuous, compound granular corpuscles being scattered only sparsely in the (presumably most recent) lesions in brachium pontis and isthmal white matter; oligodendroglia and astrocytes were moderately proliferated with little deposit of glial fibres; isolated fibroblast-like spindle cells, previously described in this condition and certain cases of disseminated sclerosis, lay mainly along the axis of the nerve fibres and seemed most numerous in the (presumably oldest) lesions in corpus callosum, anterior commissure and cingulate white matter. A most striking microscopical feature was that blood vessels throughout the lesions appeared tortuous and proliferated and possessed walls very conspicuously thickened by reticulin and collagen. There were arteriosclerotic changes in the vessels of the white matter elsewhere, but these were of moderate degree.
Discussion was confined largely to the aetiology of the condition and focused especially on the resemblances to experimental lesions in commissural white matter produced in various species of animals by repetitive exposure to poisons such as carbon monoxide, cyanides and azides. Such substances have never been looked for in the liquors to which Marchiafava patients have been addicted. The bilaterally symmetrical non-commissural white matter lesions have so far never been described by experimental workers. Age and sex, apparently so significant in Marchiafava's disease and suggestive of a hormonal factor, have not been commented upon in such animal studies.
Selective demyelination in the dorsalmost portion of the optic chiasma has only once before beein described in this condition and in that case also there was some defect in the light reflex of the pupils.
It was suggested that the dense fibrosis of the parasagittal leptomeninges and the evidence of erosion around the pituitary fossa, observed in the present case, might indicate that dorsal restriction of pulsatory movement of the brain played some part in determining the sites of the vascular pathology and demyelination. (This case will be published elsewhere in fuller detail in collaboration with Dr. S. W. Hardwick.)
The Retina in Cerebrospinal Lipidosis By J. G. GREENFIELD, M.D. National Hospital, London COMPARATIVELY few examinations of the retina in amaurotic family idiocy and other forms of cerebrospinal lipidosis have been made. It seems therefore worth while to demonstrate the histology of the retina in three cases of this kind, falling into three different age-groups, especially as the use of the new periodic-acid-fuchsin (Schiff) staining technique with celloidin sections has brought out certain points with special clarity. Case I.-J. P., female. This was a typical case of Waren-Tay-Sachs form in a Jewish baby, showing the cherry-red spot and dying at about the age of 18 months. (The eye was examined through the kindness of Professor G. R. Cameron of University College Hospital.) Here the fovea was wider than normal measuring 860,u across its pit from one side to the other. There was also an unusually wide gap in the inner nuclear layer (400 ,). The layer of ganglion cells was much thinner than normal being only two to three cells thick on the rim of the fovea, instead of the normal four to five layers. The individual ganglion cells were swollen with very finely granular material which stained pink with the PAS technique. Most of the cells were about 20, in diameter. Many rounded cells, with an irregular, eccentric nucleus and cytoplasm filled with more deeply red-stained material were seen, especially in the deeper parts of this layer. Some were as large as 25 ,^in diameter. An occasional cell of this kind lay against the inner surface of the inner nuclear layer. These cells were interpreted as being phagocytic. As one passed away from the fovea the swelling of the nerve cells became less, few exceeding 15 , in diameter, and the more fuchsinophil cells in the deeper layers were even smaller. The inner and outer nuclear layers showed no abnormality. The lipo-protein in the outer segment of the rods and cones was stained a bright red colour by this technique (Figs. 1 and 2) .
The PAS technique stains the 1-2 glycol grouping which may be present either in glycoproteins or glycolipids. It seems probable, from other evidence, that the material in the nerve cells in amaurotic family idiocy is a lipid, but it does not follow that the lipid in these cells is entirely glycolipid, as there may be an admixture of other lipids which do not stain or of inositol phosphatids which contain the required carbohydrate grouping and are therefore stainable. The child had had convulsions for twelve months before death and had shown inco-ordination of cerebellar type for about eight months. On examination a few days before death there was considerable mental backwardness. He evidently saw, as he reached out to grasp objects held in front of him. No abnormality except slight pallor of the discs was seen ophthalmoscopically. Almost any form of stimulus brought on myoclonic jerking movements. The retina in this case showed much less swelling of ganglion cells, and no evident loss of these. None was more than 15 ,u in diameter and most were less. Some contained fine granules, but these did not stain by the PAS technique and no phagocytic cells containing fuchsinophil material were seen in the layer of ganglion cells. The inner nuclear layer was normal. The outer nuclear layer was deficient over an area about 2 mm. in diameter centred on the fovea. In one section which passed through the fovea the outer nuclear layer on the temporal side came to an end 1-25 mm. from the centre of the fovea, but as the retina was rather folded on the other side, the corresponding gap on that side could not be measured. The rods and cones showed a corresponding loss. In the outer plexiform layer there were small accumulations of pigment from the neuro-epithelium and also a few rounded cells which contained fuchsinophil material as well as a few short rods of pigment in their cytoplasm. The outer segment of the rods and cones stained much less brightly in this case. No loss of the outer nuclear layer could be seen in other parts of the section which included the posterior half of the globe in the horizontal plane (Fig. 3) .
